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DETAILED ACTION 

» * 

Claims 29, 32-33, 36-37, and 40 are pending. Applicants previously cancelled 
original claims 1-28. Applicants have newly cancelled claims 30-31, 34-35, 38-39, and 
41-52. Applicants have amended claims 32 and 36. Receipt and consideration of 

♦ 

Applicants' remarks/arguments and amended claim set submitted on August 3 1 , 2007 are 
acknowledged. 

Moot Rejections/objections 
All rejections and/or objections of claims 30-31, 34-35, 38-39, and 41-52 cited in 
the previous office action mailed on April 13, 2007 are moot because said claims /have 
been cancelled. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

The rejection of claims 32 and 36 under 35 U.S.C. 1 12, first paragraph, as failing 
to comply with the written description requirement (new matter) is maintained for the 
reasons of record set forth in the office action mailed on April 13, 2007. Additionally it 
is noted that (1) the pressure value of "between 40 and 60 psi" in claims 32 and 36 lacks 
written support in the specification, because the only pressures mentioned in the 
specification are 40 psi and 60 psi in paragraph [0064] and there is no support for a range 
of pressure values. 
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Response to Arguments 

Applicant's arguments filed August 13, 2007 have been fully considered but they 
are not persuasive. Applicants have traversed the instant rejection by arguing that (1) 
because the specification's disclosure of a pressure of 40 psi for one study and a pressure 

of 60 psi for another separate study is alleged as providing ample support because an 

» 

ordinary skilled artisan would expect reasonable activity between 40 and 60 psi; (2) 
similarly a temperature range of "between 60 °C and 70 °C" is also allegedly supported 
because an ordinary skilled artisan would expect reasonable activity in this temperature 
range; (3) Applicants' amendments to recite relative humidity instead of humidity in 
claims 32 and 36 has overcome this aspect of the instant rejection. 

The Examiner respectfully disagrees with Applicants' traversal arguments (1) and 
(2). Applicants' .specification does not set forth a range of pressures or temperatures over 
which the claimed method is practiced. Rather, Applicants' specification only recites two 
individual points for the spray drying pressure (i.e. 40 psi or 60 psi) and two temperatures 
for spray drying (i.e. 60 °C and 70°C). The support for these two different pressure and 
temperature values is found in paragraph [0064], which describes two different studies 
that do not imply a range of temperatures or pressures, but merely two independent and 
distinct points. Applicants have also requested the Examiner provide evidence to support 
the position that these points are not adequately described such that an ordinary skilled 
artisan would not expect reasonable activity. Additional support for this rejection is not 
believed necessary, because the instant rejection concerns written description not 
enablement. Thus, whereas the method is enabled, it is deemed to lack adequate written 
description, as described above and in the office action mailed on April 13, 2007. 
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Regarding the new matter concerning a flow rate of "approximately 1 8 standard cubic 
feet per minute (scfm)," Applicants' amendment to recite a flow rate of "approximately 
17.8" does not remove the new matter. As set forth in the April 2007 office action the 
only flow rate point having support in the specification is a value of 17.8 scfm, which 
although similar, does not support values of approximately 17.8 scfm or 18 scfm. 

Regarding (3), Applicants' claim amendments to recite relative humidity has 
overcome this facet of the new matter rejection. In summary, claims 32 and 36 remain 
rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the written 
description requirement (new matter). 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter, which the applicant regards as his invention. 

The rejection of claims 29, 32-33, 36 and 40 under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention is maintained for the reasons of 
record set forth in the April 13, 2007 office action. It is noted that Applicants have not 
traversed the instant rejection or amended the claims to remove the indefinite language; 
thus, it is deemed to remain proper. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
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the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The rejection of claims 29, 33, 37, 40 under 35 U.S.C. 103(a) as being 

* 

unpatentable over Lechuga-Ballesteros et al. (WO 01/32144) in view of Kurachi et al. 
{Blood Coagulation and Fibrinolysis, 1993; ("Kurachi")) is maintained for the reasons 
of record set forth on pages 4-7 of the office action mailed on February 21, 2006 and 
further articulated on page 5 of the office action mailed on July 27, 2006. 

Response to Arguments 

Applicant's arguments filed April 13, 2007 have been fully considered but they 
are not persuasive. Applicants' traversal arguments are based on their assertions that (1) 
Kurachi is irrelevant, because the structure of F.IX in vivo is nothing like the claimed 
environment (dry powder); (2) the formulations of Applicants' claimed method and those 
taught by Lechuga are not identical and thus, would not have the same or substantially 
similar properties; (3) allegedly inherent properties are not necessarily present in the 
method and composition suggested by the prior art; (4) obviousness cannot be predicated 
on what is unknown; (5) Applicants have allegedly shown unexpected results, because 
inhalation of F.IX provides a significant and surprising improvement over intravenous 
F.IX; (6) nebulization of protein solutions creates shear that would be expected to 
denature proteins; (7) the Examiner has allegedly not provided any "competent" 
evidence; and (8) Lechuga allegedly fails to provide a reasonable expectation of success. 

The Examiner respectfully disagrees with . Applicants' traversal arguments. 
Regarding (1), Kurachi is relevant, because it demonstrates that Factor IX (F.IX) is single 



Application/Control Number: 10/820,656 Page 
Art Unit: 1616 

polypeptide (i.e. monomelic), thus the F.IX utilized by Lechuga is monomelic. 
Applicants have not provided any credible evidence that Lechuga' s dry powder 
formulations comprising F.IX are not monomeric. It is noted that the method of 
producing dry powders described by Lechuga is the essentially the same as that taught by 
Applicants (i.e. use of aqueous solutions and drying to keep water content below 10% 
w/w). Thus, an ordinary skilled artisan would reasonably conclude that the F.IX dry 
powders produced by Lechuga is monomeric. 

Regarding (2)-(3), Applicants' claimed methods do not specify the composition of 
the dry powder that is aerosolized in the claimed method, but merely physical properties 
upon aerosolization of said dry powder and that the powder have less than 10% w/w 
water. In response to applicant's argument that the references fail to show certain 
features of applicant's invention, it is noted that the features upon which applicant relies 
(i.e., a first inhalable dry powder comprising (a) 32.6% F.IX, (b) 7.4% sodium citrate, 
and (c) 60% leucine or a second inhalable dry powder comprising (a) 52.6% F.IX, 7.4% 
sodium citrate, and 40% trileucine) are not recited in the rejected claim(s). Although the 
claims are interpreted in light of the specification, limitations from the specification are 
not read into the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. 
Cir. 1993). Because the aerodynamic properties (e.g. MMAD and FPF) taught by 
Lechuga are essentially the same as those taught by Applicants, Lechuga' s F.IX dry 
powders are deemed to have the same properties as the powder utilized by Applicants in 
the claimed method (see Lechuga Example 7 on pages 44-45, especially Table 15 on 
page 44). 
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Regarding (4), as far as can be determined from the prior art the dry powder F.IX 
formulations taught by Lechuga are substantially the same as those utilized by Applicants 
in the claimed methods. In Applicants' arguments, Applicants pointed out that their 
animal studies utilized formulations, which were not identical to the closest formulations 
taught by Lechuga. The primary difference between the formulations highlighted by 
Applicants in their application compared to those exemplified by Lechuga is the amount 
of F.IX present and the amount of sodium citrate utilized. Regarding the amount of F.IX, 
the difference in amounts between the prior art's (37% and 56%) and Applicants' 
exemplified compositions (32.6% and 52.6%) was 3.4% w/w. However, there is no 
evidence in Applicants' specification to indicate that there is any criticality regarding the 
presence of F.IX in an amount of 32.6% w/w or 52.6% w/w. No correlation between the 
claimed aerodynamic values and physiological observations of inhaling F.IX. powder 
comprising 32.6% w/w or 52.6% w/w is evident from Applicants' data. Concerning the 
amount of sodium citrate, there is no indication from Applicants' data in the specification 
that it is critical for the compositions to comprise 7.4% sodium citrate to exhibit the 
claimed aerodynamic properties and physiological "depot" effects. Applicants' data also 
do not suggest or demonstrate that the depot effect is dependent on any particular amount 

■ 

of F.IX, sodium citrate, or combination thereof. Thus, given that the prior art 
compositions is essentially the same as Applicants' compositions utilized in the claimed 
methods, it is concluded that it is reasonably expected that the prior art compositions 
upon administration by inhalation would exhibit the same depot effect (the prior art 
compositions demonstrate the same aerodynamic properties). 
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Applicants' argument (5) is off point. Lechuga does not suggest or teach the 
intravenous administration of Factor IX, but rather teaches inhalable Factor IX dry 
powders . Thus, the Examiner does not understand Applicants arguments as to why the 
difference between intravenous administration of Factor IX is relevant to overcoming the 
prima facie obviousness case based upon the teachings of Lechuga suggesting the 
inhalation administration of Factor IX dry powders. Similarly, argument (6) concerning 
the problems associated with the nebulization of aqueous solutions of proteins (e.g. 
Factor IX) are irrelevant with regards to the suggested method of Lechuga, wherein dry 
powders comprising Factor IX are inhaled. If Applicants were suggesting that inhalation 
of Factor IX dry powders would also result in shear that would denature Factor IX, then 
this would also be a characteristic of Applicants claimed method, which aerosolizes 
Factor IX dry powder. Finally, regarding (7)-(8) and rebutted arguments (l)-(6), it is 
concluded that the instant rejection remains proper, because the competent evidence (i.e. 
the teachings of the prior art) has clearly been set forth on the record. 

The rejection of claims 32 and 36 under 35 U.S.C. 103(a) as being unpatentable 
over Lechuga in view of Kurachi as applied to claims 29-31, 33-35, and 37-42 above, and 
further in view of Huang et al. (U.S. Patent No. 6,280,729; "Huang") is maintained for 
the reasons of record and articulated above in the instant office action. 

Response to Arguments 

Applicant's arguments filed April 13, 2007 have been fully considered but they 
are not persuasive. Applicants' traversal arguments are presumed to be the same as those 
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that were addressed above in the instant office action. The rebuttal to these arguments is 
incorporated herein by reference and the instant rejection is deemed to remain proper. 



Claims 29, 32-33, 36-37, and 40 are rejected. No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1 .136(a), 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James H. Alstrum-Acevedo whose telephone number is 
(571) 272-5548. The examiner can normally be reached on M-F, 9:00-6:30, with every 
other Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on (571) 272-0646. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 



Conclusion 



James H. Alstrum-Acevedo 
Patent Examiner 
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